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WHO 2010- 2019

WHO Classification of Tumours + 5th Edition

Digestive System
Tumours

* WHO 2010 -417
CTp

* WHO 2019 - 635
CTp

WHO 2019: OBLWMWE MPUHLMIMbBI

= OGnoxka 5-ro usgaHus gencteutensHo ronyboro LpeTa- Blue book (sky)
= TOYHbIE KPUTEPUW, yOPSAOYEHHAs TEPMUHOSIONS , 0Ka3aTeNnbHOCTb

= HoBbIN 1 NaKOHWYHBIN TEKCT, bonbLue Tabnuu, nyywwne dotorpadun
= Hert opraHocneumMdunyHoCTY ANs reMaTonMM@OnaHbIX HEOMNA3nIi, ME3EHXMMaTTbHbIX

onyxone|7|, MeTacTa30B, BpOXAEHHbIX CUHOPOMOB

= BbigeneHne HOBbIX POPM Ha OCHOBaHMM MOSNEKYNSPHBIX U3MEHEHWI
= NET /HENPOIHOOKPUHHbBIE OMYXONN NMEIT OpraHHyto cneunguyHoCTb
= |CD-O coding

= TNM 8ed

= |ICD-II coding

» Pathological Prognostic Group
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WHO 2019: OrnyxoJim MMWEBOAA/ HOBbLIE HO3OJ10IMA

Squamous cell papilloma NOS/ [riockokneToyHas nanunrioma
Squamous papillomatosis

Lymphoepithelioma-like carcinoma/ JlnmcoanutenuonogobHas kapunHoma

Neuroendocrine tumor NET/ Grade |/ Grade 2/ Grade 3
Neuroendocrine carcinoma NEC /Large cell/ Small cell
Mixed neuroendocrine-non-neuroendocrine neoplasm MiNEN

Combined small-adenocarcinoma
Combined small-squamous cell carcinoma

OMYyX0Jn 330PAI0-XKENYAOYHOrO COEAMHEHUA NCKMIOYMIN KAK OTOENbHbLIN PASLOEN

TNM: ecnu anMUeHTP OnNyxosim 2 CM NpoKcuMaribHee Kapauu 1 iokanusyeTcd B
npoekuunun 33oaro-xenyao4Horo CoeguHeHus, onyxornb CTagupyeTcs Kak
onyxosie nuwesoaa!

WHO 2019: OLUEHKA JIEHEBHOIO NMATOMOP®O3A PAKA

MADARD BECKER

TRG | OTCYTCTBUE OCTATOYHOWM OMNYXOJU, PUBPO3 TRG IA OryxoJib
3AXBATbLIBAET BCE ClTON CTEHK/ MNMULLEBOOA (MOJIHAA OTCYTCTBYET
PEFPECCHUA)

TRG 2 PEOKME OTCTATOYHBLIE OMYXOJIEBbIE KINETKA TRG IB <10% Oryxonu

MPOCMATPUBAIOTCHA B PNBEPO3E

TRG 3 YBEJIMMEHWE KOJIMYECTBA OCTATOYHbIX OMYXONEBbIX TRG 2 10-50% OMyXOonn
KIETOK, HO ®BPO3 ELLE NMPEOBJIAOAET

TRG 4 OCTATO4YHAA OryXorb NPEOCBINTAOAET HALL ®BEPO30OM TRG3 > 50% OMyXonu
TRG 5 OTCYTCTBWE PEITPECCUN
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WHO 2019: OMNyXOnv nIEBOAA

OMPEAENEHVE ERBB2 (HER2) B ADEHOKAPLIMHOMAX
IHC +++/ SISH

ONOOEPEHLIMANBHASA AVATHOCTUKA:
CKBAMO3HAS KAPLIMHOMA LIK5/6+, p63+, p40+ >75%

AJEHOKAPLIMHOMA LIK7+/LIK19+ >75%; LIK20-

WHO 2019: OnyXxXonv rnALLEBOOA




26.10.2019

WHO 2019: OMYXOJIM XXEJTYOKA/ HOBbBIE HO30NOTI M

Glandular intraepithelial neoplasia/ low/ high Adenocarcinoma NOS_ _

Parietal cell carcinoma
Adenocarcinoma with mixed subtype
Micropapillary carcinoma NOS
Mucoepidermoid carcinoma

Paneth cell carcinoma

Serrated dysplasia/ low/ high

Intestinal-type dysplasia

Foveolar-type (gastric —type) dysplasia

Gastric pit/crypt dysplasia

Intestinal —type adenoma/ low/ high: sporadic and syndromic
Carcinoma, undifferentiated, NOS _

Adenomatous polyp/ low/ high Large cell carcinoma with rabdoid phenotype

Pleomorphic carcinoma
Sarcomatoid carcinoma

Carcinoma with osteoclast —like giant cells
Neuroendocrine tumor NOS
Neuroendocrine tumor NET/ Grade |/ Grade 2/ Grade 3
Gastrinoma NOS
Somatostatinoma NOS

Enterochramaffin-cell carcinoid

ECL-cell carcinoid, malignant
Neuroendocrine carcinoma NEC /Large cell/ Small cell
Mixed neuroendocrine-non-neuroendocrine neoplasm MiNEN

WHO 2019: ABEHOMbI >KEJTYOKA

AJEHOMBbI U3 MOBEPXHOCTHOIO 3MNTEJTNA
= ApeHoma kue4vHoro tuna / Intestinal-type adenoma / Yacto APC, KRAS mut.

= ApeHoma dpoBeonsipHoro Tuna / Foveolar-type adenoma / Pegko APC, KRAS mut.

AJEHOMBbI N3 SMUTENNA XKEJIE3
* ApeHoma nunopuyeckmx xenes / Pyloric gland adenoma / APC, KRAS , GNAS mut

» ApeHoma dyHAOanbHbIx xenes / Oxyntic gland adenoma / APC,AXIN -2 , OGA-GA-FG (GNAS mut )

B ONCNNA3NM U ADEHOMAX BbIOENAKOT ABA MPENIA: HA3KNW U BbICOKNIA
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WHO 2019: ADEHOMbI >KENYOKA

= AZleHoMa nuIopuyeckunx xenes/Pyloric gland adenoma

= AgeHoma pyHaanbHbIX xenes/ Oxyntic gland adenoma

WHO 2019: PAK XKEJTYKA/ ADENOCARCINOMA NOS

Lauren
1965

interstinal

Interminate

Diffuse

Intestinal/diffuse/
inderterminate

Mixed

No defined

Nakamura
1968

Differentiated

Undifferentiated

Differentiated/
undifferentianted

No defined

JGCA
2017

Papillary
Tubular I, well-differentiated
Tubular 2, moderately-differentiated

Poorly | (solid type)

Signet ring cell carcinoma
Poorly 2 (non-solid type)

Mucinous

Describtion accoding to the proportion

Special type:

Adenosquamous carcinoma

Squamous carcinoma

Undifferentiated

Carcinoma c lymphoid stroma

Hepatoid adenocarcinoma

Adenocarcinoma with enteroblastic differentiation
Adenocarcinoma of fundal gland type

WHO 5th
2018

Papillary
Tubular , well-differentiated
Tubular , moderately-differentiated

Tubular, poorly —diffentiated (solid )

Poorly cohesive, SRC type
Poorly cohesive, NOS

Mucinous

Mixed

Histological type:

Adenosquamous carcinoma

Squamous carcinoma

Undifferentiated

Carcinoma c lymphoid stroma

Hepatoid adenocarcinoma

Adenocarcinoma with enteroblastic differentiation
Adenocarcinoma of fundal gland type
Micropapillary adenocarcinoma
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WHO 2019: PAK

P

OHOOCKOMNYECKOE NEYEHWE: MOACITU3NCTAA PESEKUNA; MOOCITN3NCTAA ONCCEKLMA

[OnddepeHumpoBaHHbIE Onyxonu

HenunddepeHumpoBaHHbie onyxonu

» BepTukanbHbIn kpaw (4HO) (-)
» JlumdposackynspHas nHBasus (-)

OpHO 13 NepeYncneHHoro:

L MopaxeHwue B Npefenax

cnmsncTon 6e3 M3bs3BNeHus, Noboro
pasmepa

= [lopaxeHue B npefenax Crim3ncTom ¢
13bA3BIEHNEM, pasMepoM < 3 CM

OA

HABJTIOOEHNE

= B npegenax nogcnusncTon, pasmepom < 3 cm

BepTukanbHbIn kpa/gHo (-)
[opr3oHTanbHbI Kpai (nateparbHbii) (-)
JlumdpoBackynsipHas nHeasus (-)
MopaxeHne B Nnpegenax cnusucron 6es
N3bA3BMEHNS, pa3MeEPOM < 2 CM

OA

HABJTIOOEHNE

WHO 2019: PAK

AOEHOKAPLIMHOMA N3 dYHOANBbHbBIX )XENE3/ MUC6+/
MeAneHHbI pocT/

mMeTacTasbl B 1/y peako/
NPOrHO3 XOPOLUUNA
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WHO 2019: M1OXO0 CBA3SAHHAA KAPLIMHOMA PCC

PCC-NOS:
» TP53,
BRAF,
PI3CA,
SMAD4,
RHOA

Kwon, C. H.,. et al(2017). Gastric poorly cohesive carcinoma:a correlative study of mutational signatures and prognostic significance
based on histopathological subtypes. Histopathology. 72(4), 556-568.

WHO 2019: PAKXKETYOKA

YacToTa 9% 22% 20% 50%
BCTpeYaemMocTu
[ucTonorus XenyaovHas HeT anddy3HbIn TN KMLLEYHbIN TV

KapuuHoma ¢
NMMEONAHON CTPOMOW

*PD-L1/2 overexpression
« EBV-CIMP

+CDKN2A silencing

* immune cell signalling

GS
« Diffuse histology
*CDH?1, RHOA mutations
+CLON18-ARHGAP fusion
* Cell adhesion
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WHO 2019: ONyXOnu XEnyaxkA

MPOrHOCTUYECKUE N MNMPEQMKTUBHBIE BUOMAPKEPDI

MONEKYNAPHbIN NPODWNb!

NoeHTudukauust MonekynspHoro npoduns paka enyaka BaxHO He TOMbKO ANs MOHUMaHUS Kakue
NOBPEXAEHNSI BOBIEYEHbI B KAHLIEPOreHEe3, HO MOMOTYT B MOWCKE HOBbIX KITMHUYECKUX PENEBAHTHbIX
BGuoMapKepoB 1 HOBbIX MPUKINAAHbIX TOYEK A4S TapreTHoW Tepanuu

NOKA3AHHbIE NMPEANKTUBHBIE BIOMAPKEPH
ERBB2 (HER)!

AHTK HER Tepanus sBnsieTcst BO3MOXHOCTbLIO A4S NaUMEHTOB C Hepe3ekTabenbHbIM Unm
mMeTacTtarmyeckum/ peunamsHbiM HER no3nTuBHbIM pakom. PekomeHayetcs npumeHaTs FISH/ISH B
comHuTernbHbIxX X cnyvaax. Ho nporHocTnyeckux xapakrep amnnudpukauun HER nogteepxaeH
TOSLKO B 4aCTW UccrieqoBaHum.

WHO 2019: PAKXEJTYOKA

YacTu4HO JoKa3aHHble npeankKTnBHbIE 6|/|omap|<epb| (npo,u,onmaromq Mccne,qosaHme) 8

MNOXOW MPOMHOS:

EGFR amnnuukaumua npeanoxeHa Kak He3aByCUMbIN NPorHocTuieckuin chaktop ans I/l ¢t aaum PXK
C-myc CTaTyC NpeanoXxeH He3aBNCMbIM NPOrHOCTUYECKMM hakTopoM Ans HepesekTabenb yoro unu
peungusHoro PXK y naumneHToB, nony4vatomx ctaHaapTHYI0 XMMUOTEpPanuio.

XOPOLUMW MPOrHO3
MSI n EBV- pacnosHaBaHue PX ¢ numdounaHon ctpomon, onpegeneHne EBV (EBER) u
runepmetunuposaHne MLH |

VMMYHOTEPAINA, 6uomapkepbl oTBeTa

BEJIKN PEMAPALINKA

MsI PXK

KOMUYECTBO UHTPATYMOPAbHbIX CD8+ T . NEE At st 12 [ 107
CRLL EBV " PX NS IMMYHOTEPAMM

PDLI 3KCTMPECCUS EBV'PXK
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WHO 2019: OMYXON TOHKOW K/LLKW 1 AMMYIbl /HOBLIE HO30J10r 1A

Adenomatous polyp/ low/ high dysplasia Medullary carcinoma NOS

Intestinal —type e?denoma/.Iow/ high Tubular adenocarcinoma
Serrated dysplasia/ low/ high

Non-invasive pancreatobilliary papiilary neoplasm / low/ high
dysplasia

Intra-ampullary papillary-tubular neoplasm

Neuroendocrine tumor NOS
Neuroendocrine tumor NET/ Grade |/ Grade 2/ Grade 3

Gastrinoma NOS
Somatostatinoma NOS
Enterochramaffin-cell carcinoid
Extra —adrenal paraganglioma NOS

Neuroendocrine carcinoma NEC /Large cell/ Small cell
Mixed neuroendocrine-non-neuroendocrine neoplasm MiNEN

WHO 2019: OMYXON TOHKOW KUK 1 AMMYIbl /HOBLIE HO30J10r i

10
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WHO 2019: OMYXON TOHKOW KUK 1 AMMYIbl /HOBBLIE HO30J10r N

LOW/ HIGH DYSPLASIA
INTRA-AMPULLARY PAPILLARY-TUBULAR NEOPLASM

WHO 2019: OIMYyX0OJ1I1 HEPBEOBEPA3HOIO OTPOCTKA/ HOBbIE HO30J10IMA

Hyperplastic polyp Goblet cell adenocarcinoma Sessile serated lesion without
dysplasia
Serrated dysplasia/low/ high

High-grade appendiceal musinous neoplasm

Neuroendocrine tumor NOS
Neuroendocrine tumor NET/ Grade |/ Grade 2/ Grade 3
L-cell tumor
Glucagon-like peptide-producing tumor
Enterochromatin —cell carcinoid
Neuroendocrine carcinoma NEC /Large cell/ Small cell
Mixed neuroendocrine-non-neuroendocrine neoplasm MiNEN

11
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WHO 2019: OInyXOin YEPBEOBPA3HOIO OTPOCTKA/ HOBbBIE

Goblet cell adenocarcinoma/ BokanoBMaHOKNETOYHaA ageHoKapLuuHoma/
He pekomeHpyeTcs 60KanoBUAHOKNETOUHbIA KapLMHONg,

[‘pagunpyetca B ABe rpynnbl: HU3KNIN U BbICOKUI rpeng

WHO 2019: OMYXOJI1 TOJICTON 1 MPAMOW KULLKWN/ HOBBIE HO30M0MMn

Serrated dysplasia/ low/high Adenoma-likel adenocarcinoma Hyperplastic polyp/
micrivessicular type/ goblet type Poorly cohersive
Adenomatous polyp/ low/ high dysplasia Carcinoma with sarcomatoid component

Tubular adenoma/ low/ high

Villous adenoma/ low/ high

Tubulovilous adenoma/ low/ high

Glandular intraepitalial neoplasia / low/ high

Neuroendocrine tumor NOS
Neuroendocrine tumor NET/ Grade |/ Grade 2/ Grade 3
L-cell tumor
Glucagon-like peptide-producing tumor
PP/PYY producing tumor
Enterochromatin —cell carcinoid
Serotonin —producing tumor
Neuroendocrine carcinoma NEC / Large cell/ Small cell
Mixed neuroendocrine-non-neuroendocrine neoplasm MiNEN

12
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WHO 2019: OMYXOJn TONICTOW U MPAMOW KULLKN/ HOBBLIE HO30/10r i

Microvesicular

Normal mucosa

P § Goblet cell hyperplastic
8 i BRAF mutation ~
il a1 st camp T polyp
el \ “\\ 1
CIMP-high LE” \ “sel lCIMPdow
s TS
| Sessile serrated lesion ! = .| BRAF-mutated traditional KRAS-mutated traditional
serrated adenoma serrated adenoma
MLH1 methylation ‘.,Npg ::t:':ns?nn WNT activation WNT activation
WNT activation TP53 mutation TP53 mutation
MLH1-proficientsessile serrated || BRAF-mutated traditional serrated KRAS. ted traditional d
lesion with dysplasia adenoma with high-grade dysplasi ! with high-grade dysplasi.

BRAF serrated pathway

KRAS serrated pathway

WHO 2019: OMYXOJ TONICTOW U MPAMOW KULLKN/ HOBLIE HO30J10r 1

rmvBT/
MVHP

rMBBK/
GCHP

H3W/
SSL

H3unm/
SSLD

3A/
TSA

TMcTonormyeckue NpUsHakn
ApXWTEKTOHMKa KpunT
BopoHKkoo6Gpas3Hble KpUnThbl,
3y6y4aTbIi NPodUIb B KOTOPbIX

orpaHuyeH BepxHumu 2/3

YANVUHHEHHBIE KPUNTLI,

3y64aTbii NpodunbL MUHUMaNbHO
BbIPaXeH UNK OTCYTCBYeT.

Fopy30oHTanbHbIA POCT BAOMNbL
COGCTBEHHOW MbILIEYHON NAACTUHKN
CrU3UCTON, PaCIUMPEeHNe OCHOBaHNs
KpunThbl (6a3anbHas TpeThb),
3y6uaThiv Npodunb AoCTUraOWMNA
OCHOBaHWs KpUNT.

Komnnekc aucnnarnyeckux
V3MeHeHWi (BeTBMIeHNe KpUnNT,

W BOp Tble
CTPYyTYpbI)

LWenesuaHas 3y6yaTocTk, 4acTo
3KTONMYECKME KPUNTBI.

MorekynsipHble Npu3Haku
BRAF- KRAS- CpG-
MponudepatneHas 3oHa LiuTonornyeckue npusHaku Tun myumHa
MyTauMu  myTauum meTun
en 8 o CEEERLAD e 1 6okanoBuaHble 70-80% 0% +
6asanbHOi NopLMM KpUNT sappa 6e3 gucnnasuu neuse °
KNeTku
TNokanusyetcs pasHOMepHO B . . MpeoGnapatot
©a3anbHoW NopLUMKN KpUnT " GokanoBuaHble 0 50% .
sanpa 6e3 aucnnasuu
KNeTku
M 6asanbHo
Mponudiepauns MOXeT cMewaThes — ¢ | MukposesaukynspHb!
3 y
KpunT B 9
J P HE3aMeTHLIM AAPLIWKOM, Ge3 ShilcokancamaHEs >90% 0% +*
HanpaBneHusX. KNeTku
Avcnnasuu.
Tak xe kak n 8 H3U, Ho Gonee
e B PaznuyHble Aaucnnacrtuyeckue o o
CECTITE Pa3nuuHble TNbI >90% 0% +Ht
JAMCNNAcTUYECKOM KOMMOEHTE.
CnyyaiHo
BobiTAHYTbIE ( 1e) pas6p
Mponudepauvs BHYTPU sApa c W cTpart wn
ANCNNAcTUYECKUX KPUNT U B un T 7 ] W, | KNeTku; 20-40% 50-70% +
OCHOBaHUM KPUNT. MOryT NpucyTCBOBaTh peakue Tunbi
T
KNeToK.

13
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WHO 2019: OMYXOJIM TOJICTON 1 MPAMOW KULLKW/ HOBBIE HO30M0IMmn

» ApeHoma-nogobHas kapuuHoma
* B koTopo#n 50% n 6onee MHBa3MBHbIX

CTPyKTypamm

e CuHOHMMbI: BunnesHas afjeHokapunHoma

y4acCTKOB npeacrtaBsfieHO BUITTIE3HbIMU

WHO 2019: OMYXOJN TOICTOW U MPAMOW KULLKWN/ HOBbLIE HO30J/10r i

KapumHoma ¢ capkomaTouaHbIM

KOMMOHEHTOM

Table 1. Previ f cols reported in literature
Author Age/Sex Site Metastasis Survival

Weidner and Zekan [4] 73M Sigmoid Yes Died 49 mo
Staroz et al. (5] M Descending Yes Died in few mo
Rancaroli et al. [6] 718 Rectum Yes Died in 6 mo
Isimbaldi et al. (7] 86/F Ascending No No disease in 2 yr
Gentile and Castellaneta [8] 40/F Cecum Yes Died in 2 mo
Bertram et al. [9] 79IF Ascending Yes. Died in 5 mo
Serlo and Aguzzi [10] 69/F Descending No No disease in 6 mo
Shoji et al. [11] 78M Descending No No disease in 16 mo
Nakao et al. [12] 6O/F ‘Transverse No No disease in 14 mo.
Takeyoshi et al. (13] 82M Rectum Yes Died in 6 mo
Shah et al, [14] 57/8 Rectosigmoid Yes Died in 5 mo
Kim et al. [15] AF Sigmoid Yes Died in4 mo
Di Vizio et al. [16] 56/F Descending Yes Died in 21 mo
Ishida etal. (17] 80/F Rectosigmoid Yes Died in 6 mo
Aramendi et al. [18] 84M Splenic flexure No Died after 4 hr
Conzo et al. [19] 57/F Descending Yes Died in 21 mo
Macaigne et al. [20] 67/F Sigmoid Yes Died in 2 mo
Kim et al. [21] 7IM Ascending Yes Not resectable
Ambrosini-Spaltro et al. [22] 8IM Ascending Yes Alive with disease 2 yr
‘Tsekouras et al. [23] 60M Rectum Yes. Died in 6 mo,
Jeong etal. [24] 13/F Rectosigmoid Yes Alive with disease 4 mo
Patel et al. [25] 43/F Sigmoid Yes Alive 2 mo
Present study 53M Sigmoid Yes Died in 1 mo

14
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WHO 2019: TMCTONOMMYECKNM MPOTOKOS

= [ucTonormnyeckuii nogTmn = [lnameTp onyxomnu

= [unddepeHumpoBka: H13Kas/ Belcokast = Jlokanusaums onyxonu

= [y6uHa nHBasum: cornacHo TNM, ecnu nHBasus = Onepauus

= B npunexawive opraHbl (pT4) nnun nepcopaums = Ynucno obHapyKeHHbIX MMM aTMyecknx y3nos

= Hanuuue cocyamcTon (mumdo-) nHBasmu: = Yncro No3nUTUBHBIX NMMAATUYECKMX Y3NOB

= BHyTpuonyxonesas cocyaucTasi UHBa3wus, = TepaneBTUYECKWIN OTBET: €CTb, YACTUYHbIN UMK
3KCTpamyparbHas BacKynspHas UHBasuu, MOSHbIN
numdaTnyeckasi MHBasus = MukpocatenuTHbin ctatyc: MLH I, MSH2, MSH6, PMS2

. = Hanwnuue onyxonesbix novek HE BXOOAT B
= [lepuHeBpanbHbIN PoCT: Aa/HET

= Kpas pesekumm (NpoKkcMManbHbIN, AUCTaNbHbIN, rPENOI
NPKYIAPHBIN): NO3UTUBHLIN/HETATUBHbIN/ .
HAPKYN=p ) = BblpaKeHHOCTb NMMMAONOHON NHPUNETPaLmMm

paccTosaHne B CM =
= Hanuune nnn OTCYTCTBUE 3HAYUMbIX MyTauuun

bIX 2KEJTYHBLIX NMPOTOKOB/ HOBbLIE

MHTPAMEYEHOUYHbIX XKENMYHbLIX NMPOTOKOB

Cholangiocarcinoma
Lage duct intrahepatic
Small duct intrahepatic

DYSPLASIA AND DYSPLASTIC NODULES

Hepatocellular carcinoma

--- chromophobe
neutrophil-rich
lymphocyte-rich

Neuroendocrine tumor NET/ Grade |/ Grade 2/ Grade 3
Neuroendocrine carcinoma NEC /Large cell/ Small cell
Mixed neuroendocrine-non-neuroendocrine neoplasm MiNEN

15
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WHO 2019:
onyxonv NneYeHn U MHTPANEYEHOYHbBIX XXEJTYHbLIX MPOTOKOB/ HOBbIE
Liver C-reactive
Clinical B Giutamine | Y prateln
features features synthetase _ACi_d catoin o
Binding Serum
Protein Amyloid A
HNF1-a No specific Perivenular
mutated Semtimes Dinme — Lost | | Membranous | yegative
(40-50%) Adenomatoais Patchy
B-catenin Cytologic
exon-3 Large size; atypia, Diffusely Diffusely Socal <
mutated tra:‘:flgi’gnamli o pseudoglands, positive posl“ltsise r:::::ai:y Segative
(10-15%) cholestasis
Inflam ::::od” Perivenular
JAK/STAT Obese etive or Diff I Membranous -
activation Alcohol :mm. Weak & pos?g: reactivity oSt
(35-45%) inflammation Ratchy
Perivenular
Unclassified Diff 1 Membranous 5
10% None None We::( & posl‘iltis\e;ey Ay Negative
Patchy
WHO 2019: ONYXOJM NEYEHW U XKENYHbLIX NYTEN
Mapkep Jlokanusaums MpubnusntensHas  NpumedaHus
peakuus YyBCTBUTENMbHOCTb
ARG Lintonnasmatmnyec- 45-95% MOXET ObITb OTPULATENIBHON B XOPOLLO-

Kas n aaepHasi anddpepeHumpoBaHHbix 'LIP; 6onee
yyBcTBUTENBHAA B Hep Par-1 B nnoxo
anddepeHumpoBaHHbIx IMLP

Hep Par-1 LinTtonnasmatnyec-  70-85% bonee vyscTBUTENBLHAA YeM ARGI B
Kas xopowo auddepeHuympoBaHHbIx IMLP
Polyclonal CEA KananukynspHas 45-80% MeHee cneunduyHbIn Yem Apyrue, nyydile
oKkpalumBaeT
CDIo KananvkynsapHas 50-75% MeHee cneundUYHbIn Yem Apyrue, nyydile
oKkpalumBaeT
AFP LinTonnasmatnyec-  30% Y4acTo HeraTtMBeH B XOPOLUO
Kas anddepeHumpoBaHHbIx LIP

16
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WHO 2019: NTOATUNMbI TEMATOLIENIONIAPHOIO PAKA

CreaTorenaTuTHbIN

CBETMNOKMETOYHbIN

MakpoTpabekynnsapHbin

XpomopobHbIN

dubponamennsipHbIni

Linppotuueckuii

BoraTbiIi HenTpodunamm

BoraTbin
nyvdouMTamm

CreatorenaTuTHbIN TUN CTPOEHUSI

>80%
CBETIOKINETOYHON
MOpPdONOrm; rMUKOreH

MakpoTtpabekynspHbin Tun >50%

CBeTnaﬂ/npospaqHaﬂ yuronnasma,

OxkcudpunbHas uutonnasma,
namMuHapHbIi prubpo3s

BbipaxeHHbIn punbpos,
OTCYTCTBME Kancyribl

OuncbdysHas
NHMNBETpauns
HenTpodunammn
JiumdboumnTbl >>
OMyXONeBbIMU _KIETKaMu

IL-6/JAK/STAT

HewnseecTHo

Bbicokasi
rOMOreHHOCTb

AFP akcnpeccus
p53 mut; FGF19amp

TSCI1/2 mut
TGFR activation

ALK

GCSF exprassion
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WHO 2019: ONyXOJn MHTPATNEHYEHOYHbBIX XXEN4YHbBIX

Small duct type —nepudcbepuyeckui ysen

Mod Pathol. 2014 Morphological subclassification of intrahepatic cholangiocarcinoma: etiological, clinicopathological, and molecular features. Liau |Y', et all

3 88

Survival Probability

38883

Large duct type —AuUcCTanbHbIi, NepuayKTasnbHbIN pocT

Survival Years
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WHO 2019: OrnyXOInn MHTPANEYEHOYHbBIX 2KENMHYHbIX

YTEWN
XLP menkux npoTokoB XLP kpynHbIX NpOTOKOB
O6Lwune mapkepbl EMA (MUCI),CK7,CKI19  EMA (MUCI),CK7,CKI9
XapakTepHble MapKepbl CD56 (NCAM), N- MUC?2, MUC6,S100,TTFI,
cadherin, AGR2, MMP7, KRAS mut
IDH1/2 mut

MOD PATHOL. 2014 MORPHOLOGICAL SUBCLASSIFICATION OF INTRAHEPATIC CHOLANGIOCARCINOMA: ETIOLOGICAL, CLINICOPATHOLOGICAL,AND MOLECULAR
FEATURES. LIAU |Y',ET ALL

WHO 2019:

OMYXONN XENYHOIO MYy3bIPA N SKCTPAMEYEHOYHbLIX >KETYHbLIX NTPOTOKOB/ HOBBIE
HO30Norn

Intraductal papillary neoplasm / low/ high Poorly cohesive carcinoma
Intraductal papillary neoplasm with associated
invasive carcinoma

Neuroendocrine tumor NET/ Grade |/ Grade 2/ Grade 3
Neuroendocrine carcinoma NEC /Large cell/ Small cell
Mixed neuroendocrine-non-neuroendocrine neoplasm MiNEN
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WHO 2019: OMYXON MOOXKENYAOYHOW XENE3bI

Glandular intraepithelial/ low/ high

Large cell carcinoma with rabdoid phenotype
Acinar cystic transformaition

Solid pseudopapillary neoplasm with high-grade carcinoma

Neuroendocrine tumor NOS Functioning
Neuroendocrine tumor NET/ Grade |/ Grade 2/ Insulinoma
Grade 3 VIPoma
Somatostatinoma
Non-functioning ACTH-producing
Oncocytic Enterochromaffin-cell carcinoid
Pleomorphic Serotonin-producing
Clear cell
Cystic Neuroendocrine carcinoma NEC /Large cell/ Small cell

Mixed neuroendocrine-non-neuroendocrine neoplasm MiNEN

WHO 2019: OMYXONW MOMKENYLOYHOW XENESbI

AUMHAPHAA KNCTO3HAA TPAHCOOPMALNA/ TRYPSIN+/ CHYMOTRIPSIN+/Bcl-10+/ CK19
OuyeHb pepnko/ onvcaHo 50 cnyyaes
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WHO 2019: PRECURSOR LESIONS

% IOPN noatun BblaeneH B _ntestinal
oTOENbHY POPMY U He 9‘:‘ 4
aBnsAeTca 6onblue NoATUINoM p
IPMN

WHO 2019: UHTPASTMUTENNATIbHAA HEOTTA3VA/ BHYTPUMPOTOKOBAA MAMUITIAPHAA MYLIMHO3HAA
OnyXxo/J1b PANIN/ IPMN

WHO, 2004-2010 2013 rop, koHceHcyc no MKO, bantumop  RYV/ETe Xl L)

PanIN / IPMN ¢ gncnnasunen Huskon  PanIN/IPMN , HU3kuii rpenig, PanIN/IPMN , HU3kuin rpeiig,
cTenexHu

PanIN / IPMN ¢ gucnna3sven PanIN/IPMN , H13Kuin rpeng PanIN/IPMN , H13Kunin rpeng

ymepeHHoﬁ cTenexHun

PanIN / IPMN ¢ gucnnasuen PanIN/IPMN , BbICOKMIA rpeng, PanIN/IPMN , BbICOKMIA rpeng,
BbICOKOW CTENeHn
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WHO 2019: KPIOCTATHbIN CPE3 KPAA PE3EKLIN MAPEHXMMbI MXX: PANIN WA IPMN?

«BHYTPUMNPOTOKOBAA MYLIMHO3HAA MPONUGEPALNA HA3KOW CTEMEHW
-HeT HeobxoamMmocTn B AanbHENLLEN XUPYPrMYECKON pe3ekumm
«BHYTPUMPOTOKOBAA MYLIMHO3HAA NMPONNGEPALIMA BbICOKOW CTEMEHWy

- [anbHeiiwas xvpypruyeckas pe3ekums MoXeT

ob6cyxaaTbCs B 3aBMCMMOCTU OT KITMHUYECKON CUTyaLmm
(BO3pacT, KOMOPOMAHOCTE U TA)

WHO 2019: IPMN- PUCK PELINOVBA

FAM-IPMN RUNecAS B -IPMN
o 22% Hight G o
45% 55%
23% nHBa3nBHadA
R-craryc:
Tr-1IPMN 76% RO B -IPMN
20% 16% R1 Low G 15%
M 8% R Hight G/ nHBasnBHas
PELIMOWB: 17% M
94% vHBa3MBHasd 68% He MHBa3nBHas
MO3UTUBHbIN KPAI: 25% peunavs !!: 954 nobpokaecTBeHHbIX
HEFATVUBHbIV KPAI: 14% peunavs DL PLLI QLA [ (oLl etk
Bn-IPMN

RI-HG% BbICOKMU pyCK peunansa, Hu3kas
BblknBaemocTb (OS, DSS)

N+412
Ann Surg. 2015 IPMN involving the main pancreatic duct: biology, epidemiology, and long-term outcomes following resection. Marchegiani G!, et all
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WHO 2019: BHYTPUMPOTOKOBLIE Oy XOJi

IPMN KuLLEYHbIA TUMN IPMN naHkeato- IPMN >kenyao4HbIv IOPN
OvnmnapHbIn
GNAS KRAS GNAS/ EPHAS8
(KRAS) p53 KRAS ERBB4
ARHGAP26
ASXLI
I I
l— [ I
M y Y
yUMHO3Has MpoTtokoBas lMpoTtokoBas OHkouuTapHas kapumHomMa
afieHokapumHoMa afileHokapLyHomMa afileHokapuvHomMa
5-neTHsAs BbPKMBAEMOCTb
50-60% 8% 8% 100%

| WHO 2019: HEMPO3HOOKPUHHBLIE HEOMTA3UI

Kenynok ToHKas kuLwka n YepBeobpasHbii | TloncTas u MomxenygoyHas
amnyna OTPOCTOK KnpaMasa uLlKa xerneasa
Neuroendocrine tumor NOS/ Neuroendocrine tumor NET/ Grade |/ Grade2/ Graede3

* Gastrinoma * Gastrinoma Functioning
Somatostatinoma Somatostatinoma = Glucagon-like = Glucagon-like peptide- Q Insulinoma

o Enterochramaffin-cell o Enterochramaffin- peptide-producing producing tumor 0 VIPoma
carcinoid cell carcinoid tumor PP/PYY producing tumor * Somatostatinoma

o ECL-cell carcinoid, U Extra —adrenal o Enterochromatin o Enterochromatin —cell O ACTH-producing
malignant paraganglioma —cell carcinoid carcinoid o Enterochromaffin-cell

* Serotonin —producing tumor

carcinoid

* Serotonin-producing

Non-functioning

o Oncocytic

o Pleomorphic

o Clear cell
............................................................................................................................ o...Qystic. ...

NEUROENDOCRINE CARCINOMA NOC/ LARGE CELL/ SMALL CELL

MIXED NEUROENDOCRINE-NON-NEUROENDOCRINE NEOPLASM MINEN
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| WHO 2019: HEMPO3HOOKPWUHHbLIE HEOMA3MW/ ONMPELENEHVE

Mitotic ratea
Terminology Differentiation Grade \ Ki-67 index2
i(mitoses/z mm?2)
NET, G1 Low <2 <3%
Well |
i 17— - 0,
NET, G2 differentiated Intermediate ‘2 20 3-20%
NET, G3 High P 20 > 20%
NEC, small cell type >20 > 20%
(SCNEC)
A
NEC, large cell type Ll > 20 > 20%
(LCNECQ)
MiNEN VYell - p.oorly Variablec Variablec Variablec
differentiatedc

WHO 2019: TEHOEHLUWN

ncnornb3yeTcs Ans NOMAKENyOA0HHOM XKenesbl, XXENYHOro My3blps U KeNYHbIX NyTen
* He pekomeHayeTcsa Ncnonb3oBaTh TEPMUH «KapLIMHOMA in situy
= [pagvpoBaHue nNpeHeonnacTuYecKkmx, HEMHBa3NBHbLIX OMyXoren Ha ABe CTENeHu:
Huskas n Bbicokasi/ low and high
* [pagvpoBaHune YacTy MHBa3MBHbLIX KApPLMHOM Takke Ha [iBe CTeneHu:
Hu3skas u Bbicokas/ low and high

onyxonsix Tak n HeguddepeHLpoBaHHbIX opMax

= [losiBneHne BapuaHTOB ¢ pabaonaHon anddepeHunpoBkon B HeandhepeHLMpPOBaHHbIX
KapunHomax

= WX aBnaeTca pyTUHHBIM METOAOM A aBTOMATUYECKOro BbISIBNEHUS] TOYEK MULLIEHEN NS
Tepanuu, auddepeHumansHon AUarHOCTUKN, MPOrHOCTUYecknx Mapkepos (MSI, EBY, PDL-1 1
TA)

O Tele/IH auncninasnd ncnonb3yeTca Ond JKKT, Toraa kak TEPMUH NHTPaanunTenunanbHasa Heornnasna

= lcnonb3oBaHue NOHATHE HecrneuMdupoBaHHbIx kapumHoM (NOS) kak B AuddepeHLMPOBaHHbIX

O ,D,OI'IOJ'IHI/ITeJ'IbeIe KPpUTEPUN B TMCTONTOINMYECKNX NMPOTOKOaxX: NOYKN, UHOEKCbI nponmcbepau,wm nTa.
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WHO 2019: EBV+ BocnanutenbHas capkoma u3 onnmkynsipHbIX
OEeHOPNYECKNX KNEeTOK NULLEeBapuUTENbHOro TpakTa

This name change is necessary due to new information on the EBV relationship of this tumour

type, previously known as ‘inflammatory pseudotumour-like fibroblastic/follicular dendritic cell

tumour’.

WHO 2019

MeueB Miog MapueBuy «NonyTHbIN BeTEpy, 1959 rog
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